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[if!#£2] b MfiL/J^JglltSfiKVIU^W^^U, h 

[IS#^3] IB^iJ^lOT^^miE^J^VH CDRltC, ffi?!)*-t 2 O 7 * ^ g*K 
?|J£VH CDR2^ SB^!)#-t3 07 S y^BB^!l*VHCDR3H, E^tf4©7 S 
B^JfcVLCDRH^ @B^J#^5^)T^ /m@E^iJ«rVLCDR2lC, ie^J#^ 6 <D T $ J M 
R?!l*VLCDR3fc* **L-Til*-r*fit^* t < t±-€"Ofi&14»f^ f fcl*E?W* 7 
037* /^@B?iJ£VH CDRltlx @a^iJ#-^8<^T^ ^mSB^J^rVH CDR2H, R?!]^ 

9^)75 y mia^J*VHCDR3H, IE?fl#^ 10^75 y&IB^jfcVLCDRlK, @B^!l# 

^1 i <dt $ ymmzvunM^ tEm&i 2<dt<; mMW £vlcdr3 % 

MI*9U] #2-3 7«Hft ««#*FERM P-l 9 4 0 0) 4fctt#2 

o 

[0 0 0 1] 
[0 0 0 2] 
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[0 0 0 31 

y , G P II b /III a T > * =f-* h ^OtftJllL'MRa&^ffi v> <b ttT § fcri*, 

tt-rv^ (^#^mi#fii) o -r%t>*>, x^^bitttft&miL'bffiM'j? 

m#OjflL/h3K*CI±6 2 kD aOmSe^ 5 #^^X*SLTi5l)> n^-y>-K 
[0 0 0 4] 

£tLfctcm#s*otfi;iihGPvieBtn;#^> (*#ira:iR2# 
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[0 0 0 5] 

■Rfc * T? fcffett £ *t T v> * ftCPVItfuft: tU, ^ * * GPVI K*j"t £ * y * n - 

ttz, \l Y GPVI *UmiTZ> t *$I#L# (scFv : single chain Fv) r 
[0 0 0 6] 

[0 0 0 7] 

Mfflfcfcft 1 ] 

EWH#i^ffiSg<&§l<&#l& 1 2 2 8 7 6 8^- 
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*$®2 0 0 3-l 99 192 



HMWtt 2 ] 

SIR&RmK&HI&tt* 0 l/0 0 8 1 0f 
HMHdRS] 

mwmnmm^m^m o2/oso968t 

[0 0 0 81 

B*mk±ik¥&n, 2003^, ^2-^, p. 75- 

8 1 

- (Tateo Sugiyama) ^ t\>5%, "7*7 ? K (Blood) , OfcH 

) , 1 9 8 7^ ( i6 9i, 16^-, p. 17 12-1720 
3] 

v9-T*-^en4 (Masaaki Moroi) , #i-3£, v^-f-^ • • 9 U -* 
;v • >f V^^.r-'f V 3 y (Journal of Clinical Investigation) , C^IU 
), 1 9 8 9^, f 8 4t, f5t, p. 1440-1445 

• fitn*, (Hoyu Takahashi) , *U£, 7^'J*> • ^^-t;V • 
. b ny— (American Journal of Hematology) , (^H) , 2 0 0 1 
^, ^6 7t, £4-*. p. 2 6 2 -2 6 7 
[*»Kdtft 5 ] 

e-^- . A • * > (Peter A Smethurst) > ^1 5£> ^9?K (B 

lood) , (*S) , 2 0 0 2^, IlOOi, lilt, P. 4 7 4 a 
10 0 0 9] 

Z<D£i\,zmsk'\>jmbLX, A»o«v^tv> 

viit^l§titv^o 
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-f-^M. Ytftfa*&®tz>i><n'?$>2>o ttz, bGPVI Uplift) K*S^L#rmfcC 
[0 0 10] 

W^fcW^^frfltfltfWMfcft (in vitro immunization) ^ffitfrfbU ^tf 
[0 0 11] 

(1) t hGPYIfc#HMtwj(g#U ^rtHtK^-t*ifc-C39-^>lcJ: 

(2) li hGPVIfc#JW&fcf&£-U JfiL/J^±OGPVIfc3 9-^^i:0^ 
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(3) jto/MR-t^fc hGPVI^SgJflL^^lfl^^O^t-^* (internaliz 

1"&> HtlSB (1) fcv>L (2) o^4feii*Ofil14»fM-C**o 
UtTSB (1) fcv>L (3) tf>ift#^ t hGPVIk*fc#fc^«?«t5£& (Kdlil) 

* L < iil00nMWT> £ 0«r * L < &50nM&T<Z>*fc#^fc* o 
Cli-cmfB (1) fc^L (3) Otfrft?)^ fcbGPVIi:3?-r:'i:Ott 
^*M-*-*tfttftti. *f* b<l*10nlU£t^ * 0«F* t < lilnM&T\ $ *>K$f 
* U < ttO. lril^TO»«56* (KdKL) "Cli hGPVIk 3 > tO»^*B 

fS&iJrJt k GPVIi:0^tl4:^rl-*IR«9 fc*3V>-{\ flJAtiT* Fab (Fragmen 
t of antigen binding) . Fab\ F(ab*>2> — *8$M* (scFv) , VW7 4 K 
3c5e«l# (dsFv) , CDR^-g-tf^^ Weab^o 

(4) ti hGPVIlC#^Kj^^L> nv-yyKXZK >JfiL/h^&&&# 

0^> *$»4L<lil OOte, 3fefc»4L<»il 0 0 0fK*v»T, «BlT* 
[0 0 12] 

WS^-f&fo^ hGPVI^y ?u-1-)V%mx~1bZ>o 

(5) < k fc0i#<0H&tfc»iL«l©— ^<O3a(0CDR, #3 t < Jifit 

2-3 7*5J:tf# 2-43&*feft*»*e>«R$*t*flir*t*>0^>f 
^ S&BSMb LXtt-t Ztfot hGPV It^^n-t^fti 1zi±*<DfSWBr 
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( 6 ) mm%- i<dt$; wtmn * vh cdri beriot- 2^7^ mE?ij * v 

HCDR2K, &^J#^3<07S/®&mVHCDR3K> 6fi?iJ#-^4 ?>7 5 ^ SfcB5?iJ& 
VLCDRllw, @a^J#-^5^)T^^msa^J«:VLCDR2^ % B^-t 6 <D 7 < J BfcBHRJ * 
VLCDR3K* -e^ett^-f L < li*OflH4WrH\ 4 fcliRflfflf-S 7 ©7 

5^BfcBS?«*VH CDR1K, iSyiJ«-8 0T5>'B«B3?!I*VHCDR2tC, gfi3«-t9?> 
7 3 /m@2?iJ*VHCDR3K, ETAS* 10(075 J BMEfllfcVLCDRlfc, Efll** 1 

1 5 y&6S?iJ£VLCDR2K, EWf- 12^75 yB*Efl)*VLCDR3fc, •ttt*' 

(7) ^ft< kfefitfl:OH«l4fc»±L«lOTJE«^ #4 L < l±ffifl"*>H|*£ 

&E?»J LTfrtfi-* tbGPVI #u#4 fctt-tOSttWrJiN 

(8) RBI**1 3 07 5yBfcEyU*H«0"Pr5E«J**C, EfllS^l 4075 

fc»4Efll*»l 507 5/mie^J^H$I^TO^lC, R?iJ#-^l 6075/® 

(9) #2-3 7*IBJ& (gftl^FERM P - 1 9 4 0 0) 4fcli# 2-4 
mW^M^t 9 n-^;l/^L#4^ti-€-O^®fJfC*S 0 

[0 0 13] 

*»WO*3 03Bi»l4, Hi 4^:tt»2 0«lt!IO^*j£&-raj|IBl!a-C**o 

(10) miB (1) fcv>L (9) HIBHt^^-fiL^ofit^SrS^i-S^KteJft 

(11) # 2-3 7*aji& (^f^-FERM P-l 9 4 0 0) 4*rli# 2- 

4#fflj&T-&&, friB do) sBtt^*B«a^**o 

[0 0 141 

*^0^4 0Wt HI 4^»4»20|8»oet«:4^»±^Offitt»fit*3 
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^ti-eo^14»f)t*3- K?-*#y j^v**- KTNfeoT, 

(1 2) fctJ3t«:OH«* fettL«RO-^3jtaoCDR, »4 b<li 

^OH$£fc&Lm^W;£^6moCDR&3- K-f*ft*E?!li: t"C> ^3 
K!B*teD*n->, ff4Kl^o->#2-3 7**0*2 -4 *<b**#*fe 

d r * n - K-r *autBW sr-Mri- * # y * * v * *• k> 

(1 3) VH CDRl£n- K1"*E?!l#^l 7 oati&E?!! * VH CDR2*3- K1" 
SE^S* 1 8 Ojft£E?i| > VH CDR3& 3 - K1-*EH#-* 1 9 4>tt&E7!l £ 
, VL CDRlfc3- K-f £E3«^2 0 0&3£E?!l , VL CDR2&3- K1"*KW» 
-t2 10&&R?iJfc, VL CDR3&3- 2 0:&aiE?!l i: * , -ttt 

* # y * * V * h% * 'iVH CDR1 * a - K-t £ Ifi^iJ^-t 2 3 
&K?iJfc> VH CDR2&3- Ki" *EW#* 2 4 <*>&&E#Ii:> VH CDR3*3- Kf 
& E?!l*t 2 5 om&@a?iJ , VL CDR1 £ n - K-f & Efll*-^ 2 6 0&&R?iJ i: 
, VL CDR2£3- 7<M&mffl£. VL CDR3&3- K-T&EBI* 

^2 som&w&it*. **i<€ , *t*#i-*#y**i'**-K* 
#2-37*3^^* 2-4 frb%&mfrbmi2 nzfisfiw^ y k- 

«**3-Fi-*Eyy#-^3 O^^E^Jfc #y** *fc 

l±H0OW3e«**3- Ki"*E2?!l#-^3 l<^^E^Ji:> L£Itf>pm$gJ$£ 3 
- K-T & E?iJ#-^ 3 2 ^mSE^iJ £^1" * # y ^ ^ V - K-C* * o 
[0 0 15] 

(1 6) 1m (1 0) <omi&*i&£'*&xm&zv t . iwwh^ 
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(1 7) TfflgB (1 1) 0*BJfe*JB*+&I5gi5*t^ KEMttiWtt&i-**^^ 

n — )vmfr*$m.-t * Hsfe * * tr * <> 

[0 0 16] 
[0 0 17] 

JliLttllBAff W3fr*" & ^loti * * ^fe-C* * o 
[0 0 18] 

PV I *#*WKB»-r*t><0'C**o *^<^tfc#^l&-t-£GPVI{± 

/ctiE b v (^y* * >f > • /t- * w ict *) fc&am LtzmmtmoLi- & 

[0 0 19] 
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[0 0 2 0] 

G?nbm*£<OMM&& (Kdt) ?W* L<»±100nM&T\ £ »?#P4 L < 1*5 

c^ffl^TB I A C 0 R E 3 0 0 J: 7 fc*6ft*SfflBflWf»tfc * OilOfc 
[0 0 2 1] 

-j&w k t * & & ***** k^tsit 

tt»*L<»il0 A £g/WLaT. J:«)»4 L<ttl/*g/mUlT, *e>i:ff*t<IW.l 
^ g/MJ&TOWC* **«***»« L < l*WHRO50%JftT^> * 0 »* t < 
tt**JB<7>30%J2JlT^ $ £ fcflP* L < tt*HK<B20%&Tfc % «t«F 4 L < t±WBR 

[0 0 2 2] 

v>T, *S&9JOtfc#ttSFi U<«0.1/ig/mLm±. J: 9 #4 t < til// g/mUUi, 
$P>^«F4U<til0//g/mLJ^±^ #^#4L<ttl00 i ug/mLOfiL#«JK-e> ** 
L < &ttm<Z>S0%&±, X L < tt*frJB085%&±., $ KjfiF 
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[0 0 2 3] 

,fttL<\±0.\fig/wL&±, *«)#*L<l±l/£g/mLJaJt, $fcfc«P*L<J±10 

2 0 %&T\ J: OflP* t < li 1 0 %i^T-e*^o $MMMBre<0fc bJHuMR*** 
iftiJ^-T & ^feli'^-T t (> R5fe $ tt-T , «tf>*rtfcfc * o T fr 7 i t **"c § & o 
[0 0 2 4] 

*|&^<^#:li]fil/W£±OGPVI k?7-r>b nm&zsfr&to^mMt & i> <o 

J:37-r^<0lS^t t < t4100^g/mLJ^Tt?> «t *)#r2 L < l*10/ig/mLJ^ 
T, $MC#2L<tfl^g/nL&T> #tc$f^ L<ti0.1^g/mLOI C 5 o1i-eiaW 

[0 0 2 5] 

^H^O^ti^rt & -1 1 "C, 3 7 - y V J: & jM^8&*r?Pffil) 

lEt-SGPVI tC^$^T^§39-y>i^"C§*^^lC-f 2^ (iii) 
*f6W Ottfr^JflbMSatlf / * tz t±U&&±<V GPVU ^^i" ^-t-CGPV 
l*ftUKWO&t"£X (internalize) ^ tt&b \*XMA46&flBfrh G P V I 

E$&tMfc#*El-* G P V I &SJBrLTifir*fc LTJflL/h^M^^ G P V I * 
[0 0 2 6] 

KBayiJ*^"t**i;t hGPVPe^ ? n-^;vtfrffcrt*££o 
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4$K2 0 0 3 - 1 9 9 1 9 2 *<-*J I 12/ 

j& (vh) > eftHTOfli* (vl) knwft&o Tn"aE«*rtK»*ffi*itt%5fe«J* (co 

mplementarity determining region; CDR) *q£fcU 

«**ru 7v-A7-m (fr) ti*ixtt*o mai^itmflioc^Jiffii 

Ktt£1MlitoW»U **ieftMte1MM (CH) , (CD 
[0 0 2 7] 

*«TffSSlW*+fcWU » 1 Offi*ltt*3iE«* (CDR1) , # 2 OW&mfc^ 
(GDR2) **lF*3©tt*ttft£«* (CDR 3) «3oOffiittftS 

fcfefctttenf-So efciOefW+fcfcHttUc, » l ^ffittttStefc*** (CDRl 
) , »2©ffiittft)g** (CDR 2) ^J:tr*3 0ffl»ttft5S«* (CDR 3 

*»^OttflM5CDRBBWtt*-fb"blRSg$^v»*«, »4 t< liVH CDRlk 
LTiB^m-^ 1<7)7< -/MEflU VH CDR2k LXmm^r 2 5 /^BB?iJ, VH 
CDR3k LXmm&fr3t>7 $ S&BM* VL CDRl k LTSB^J#^"4 ?>T * V RIB 
?!k VL CDR2k LXmn&^SVT* SWt&mttiteVL CDR3k LXWfflttGO 

L-Cgfi^m-^-l 5<D7*SWmW» L<tiVLkLTia^J#-^l 6 07^18 
[0 0 2 8] 

*»W©8M*li, »5Ef«»^ L < lit htfMk J: W * t < ttfc h 
I gG, ZhKftt L<(it: h I g G4fi^OT^ymS2^J^^^^>tn;# , ^* ; 5> 
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7* (r> ^ e) 0 500^ V*>f -f (IgGx IgA> IgM, I 

gD, IgE) IZfrtfbti&o ClO^^IgG^IgAtifiil^jiv^ (WitffcfO^ 
y 1, y 2, y 3> y 4, a 1, a 2) ^?)W7^ (fOAtfH hOfc^IgGl 
, IgG2, IgG3, IgG4> IgAK IgA2) K#tf<bfr£o fttttt, «t/:liAm^ 

*%W<Dtjiitt LX\t, *C>m&> Wittf, GPV I fcO*fr£-fl6**T*&R»> 
K33V>T\ ffi#<&»fJt*fctt— #)x.t^ Fab (fragment of antigen 
binding) „ Fab\ (Fab') 2 > -*RtnH* (scFv) . Y&feim& (d 

sFv) > CDR«r-&*-r4^yf-K** s *»fe»*t*o 
[0 0 2 9] 

T ti, K &GPVI Hfcfrl" & g e^^m^i - £ t: b 5>«lfc t y 

VrC3$*JBv»Tfls«Lfc'W:/y K-tt?**# 2-3 73tt S?# 2 - 

3 7 jffliai±aitT«fcfe ASfi^jft^ws^w^^st* > * - fc#st $ *u 

gffcg-^FERM P- 1 9 4 0 Ofc-^x.'btLrt:) 2-4iW^^ 0 
flrC**K $f>Wil<li#2-3 7«, (£ft#-^FERM P-l 9 4 0 

o) ttzi*# 2-±mmm$L\^tzmfc'eibz>o 

[0 0 3 0] 

tiiSE# 2004-30745 
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BftgayiJ * a - K 1" * t we * tt if^-f t BRSfe $ *t-f , # y * * V * f - K i: L T 
ti, DNAMRNA^JWo 
[0 0 3 1] 

OtfcttO C D R E#| * 3 - & # y * * V * * K t <> K£ * 
£F2L<{*VH CDRlt LTOT^/meB^J*3- Ki" * BBW* 1 7Wt 
£E?!k VH CDR2fc LX<DT 3 ^®E?!)£ a - Kf*E?!l#^- 1 8 <£>&&E?!k V 
H CDR3i: 1X^)75 / $E?iJ * 3 - K* * Efll*^ 1 9 <D&&E?iJx VL CDR1 i: 
/&E#I£3- Ki"^Se^iJ#-^2 0<DWbWfflU VL CDR2t ttOT 
^ J WSffl * 3 - Ki" * E?iJ#-^ 2 1 0&SE?iJ * £ tiVL CdR3tLX<DT^y 
WMiM * 3 - Ki* 4 E?!!*^ 2 2 O^SB^IJO ? % \,*-ftifr 1 o J^±, J; «3 «f 
ft< (iHilO 3 o N $ KEFS L < fi^Tom&KyiJ #y * * V* 

K-C* *) > 2 fc* EP * L < liVH CDR1 1 t Ttf) T ^ J ttETU * 3 - K"f £E?!l 
#9-2 3*>tt*BB7!U VH CDR2t LX<DT $ SfflStM* 3- K"f £BB?iJ§-5§- 2 4 
^^SS^iJx VH CDR3t ltf)7 ^ ^ B*E3I * 3 - K1" * 2 5 O&SE 

VL CDR1 1 LX<DT < I£E^!l £ 3 — K-*-*E?!l#^2 6 Wjfc3feE?!U VL CD 
R2£ U07^ </SfeE?!l*3- K1-4@B^J#-^2 7 WBUfeEyy * ttVL CDR3fc 

#y V*^KT?*4o 
[0 0 3 2] 

2 9 O^SSE^Jx J^VLtU«7^ mE?iJ £ 3 - K"t 4 E?!l#^ 

3 o ottSfeiB^y^v^-rtL** i o > «£ osf * t < *±ra;£<&&afeKflj4:^r*-a#y 
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[0 0 3 3] 

T> #f£L<liVH CDRlt fCOT^^mBB^J^a-KI-SEyy^l 7 
BB^iJ, VH0)R2kLT<&7 5v'KR^3-K-*-*E?!l#-tl 8 <7)i&mWWU VH 
CDR3k UT^T * ymiB?>J&=*- Ki"*KWM-l 9*>*fc*By!k VL CDR1 1 L 
TOTS yHMEfllfca- Kf *B^#*2 0<Dm.&ffl&L VL CDR2k LTOTS 
ymiB^J*^- Kf*fifll#*2 l<D:ttaifEfll*fc*±VL CDR3k L-X<DT 5 SWi 
E?Q£3- K1-£Eyfl#^2 2 <7)dfi3feE?!lOv^-r*t^— ^JELt 
•?*«K $fSL.<teVH CDRlk LTOT S /mE?!)£ 3- K-f £E?iJ#-^ 

2 3 «>tt£E?!U VH CDR2k LX<DT * J ^E?iJ£ 3 - K*r *Kfll#-» 2 4^ 
MEFiU VH CDR32: ^BfcE?U*3- K1"*E?!l#-t2 5 <Z>«UfeB?!U V 

L CDRlk 5 y^J^n- K«T&E?fl#^2 6©ttiB^ VL CDR2k 

tt^)7^ RB?!l * n - K-T * EyH*9- 2 7 om^E^iJ * &VL CDR3 k t T 
CD T 5. y ^E^J* 3- Kf &E?!l#-t 2 8 O^E^!lOi/>-rtL^— oja±*^ 
+ o ^XtiafifffctT, 0iL<liVHi:UW75 

7 mE^iJ * 3 - Ki" & ESW-5I- 2 9 co^E^iJ iKIiVLtl-C^T^tSa 

K-rSEyJS^-3 0 omSE^JOV^-f^ 1 oJ^±Sr^-r^Sfe^-> 
fmHtWT^ &E7!I * 3 - K1-^E^J#-i- 3 1 oaafeEyij & t < l± 
VL J: LT^T ^ ^®*Eyj£ 3 - K^E?!!^ 3 2 OHE^jOV^f ^ 1 o 

y^E^!lS:3- K*r * EWW" 2 9 <*>:&&E?iJ> L t LX<D 

t y^E^J*^- Ki-^E^J#-^3 10*fc*E?!U feitfVLfcLt 

oT5ymE^J*3-Ki-aia^ij#-^3 2^mSE^J*^i-*atf^ S<bK«f 
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mm 2 0 0 3 - 1 9 9 1 9 2 ^- V : 16/ 

[0 0 3 4] 

G P V I Kttl"* ge*JL#*M^-tsm#^*^«^ 'J >v<3***PRU flcfl. 

-r^>o f^*t^-f k— gpv i 

[0 0 3 5] 

^HH^O^ti^ 2r£Q£>:fr& (-etvWNature, 312: 643, 1984 ^ Nature,321:5 
22,1986 #<©^j5fe**W»$tfCV^) Srfflv»fettjft^H hfltflti: 

^ll-Clio £1% GPV I fc#*W*Cjft^-t*, fclXttGPVIfca?-** 

PV ?u-1-fr$m*§EMt2>^'<'7V Y-^X 0, VHiSitWL&n- K 

««5feHr«*fc LTtiC r 1 *>C 7 4 , t t%ffl£H£1*ffttfc LTtiC 
[0 0 3 6] 
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*«M*tf>fit£»rM- t T 7 t - y * 0JR1- * £ t **-e § & o 
[0 0 3 7] 

^f§Wt*fi#12^^@iI2«^4^irL^lJ^^, ^^O^OfStililffM- 
^fc^tL&o ^OfettUffM-i: LTli, fllx.tfFab (fragment of antigen bi 
nding) , Fab\ P(ab , )2*»*0, *U >*-*"C**Lfc*0 

LT^tf— ^lltfrfc (single chain Fv : scFv ) ^V*/!/?* K3c5&ffc#i 
^ (disulfide stabilized Fv : dsFv) t& s & «9 , »t#^)«tt»fM-*frtr^'/'f- K 

[0 0 3 8] 

##£930Fab it, $^^GP V IffifrfclgMO^Ii* W<*JHWSB&§ 

& & \$%m$LmJ%%BL^ ? fc«r A U it^ * * - *WM*aM1h'& v» l±9M 
£.W^m\-r2>Zb\,z&y)& : 3&iHt > Fab i £ § &o 

#S&W<0F(ab')2 ##&^<Z>tfcG P V I $m** Mfrffi&M^^y 
tjHIUHJih^t^o *fc»±* TffiOFab' fc^tf-J.-'rJl'ift'&fc&^fc* 

^HWOFab* *±> G P V I K#^lftKRJS1-&F(ab , )2 **tc»J^*^ W 
b - )VHSM L T # & CL i ^"C £ & 0 

ffiiE# 2004-3074511 



4#I8S 2003 — 199192 



[0 0 3 9] 

jftG P V I JfittOVHfc <£ tfVL* =» - Ki- «2>cDNA*^# U scFv* =r - K1**DNA 

dsFvti^ VH^t^^O-Ht^ftl 7* smSSMZ^^T-J ^&Kfg& Lfc 

[Protein Engineering, 7, 697 (1994)] i:fct, ttfleoaiflEflKt^lH-ife"^ 
v^T^i" SCh^U, ##&93tf>dsFvK^ $ tL&VHS J: U J VLi«S£lEtf>£& 1 

#!&^tf>dsFv{*. #3&^<£>t/bG P V I ^OVH*3 J: tWL£ a - Ki" &cDNA£I[X. 
#U dsFv*3-K*-*DNA **ISU !£DNA «r®«^»fflfKR^^ * -£>&v> 

[0 0 4 0] 

CDR fc^tf^T^ Kli, H j!&*fc«:L I1CDR <£>^& < i: *> l«J*JJLt*-£A/C 
flUK$tLS 0 -««[OCDR li, gL*4fett«S*^^Ky V*-*4hLTtt^$ 

£ i: Af-e § & o #3£^OCDR *^tr^^ Htt* *$&93<0#lG P V I 
VH^ itm.^rn- K1-^>cDNA=Sr^#L^^ CDR fcn-K-r&DNA ^iit> 1£ 
DNA «rH^%ffl|&^^^-**vM±K^^ffll§^^^-^At> 
^^^-*MmW*&^«K«^»^#Ai"*ii:twJ:iJ|&3a$^ CDR * 
^•tf^y^ K£S!B§1-&£i:tf*T?§&o CDR ^tr^ - /?- Ktt, Fmoc& ( 

. tBoc& (t-7^;V**'>#*' 

[0 0 4 1] 

tiiiE# 2004-30745 



2003-199192 



^*-fb*tt*tt [tt*X#Xn (4*Hfl 9 9 4^ (ft) ] \zSl V) 

[0 0 4 2] 

Un-vt^SHM-D3 3, 7-)^fi^P3, P3U1> SP2/0, 
NS-1, 9f hfi*OYB2/ORO f Y3-Agl, 2, 3^#«IM*ffl« s 

[0 0 4 3] 

*SJllLX»i»l»^feBiHBfla«r#MJlt, in vitro immunizatio 



tBIE^F 2004-30745 
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20/ 



S&GPVI> HMGPVI, GP V I-FcZm^ZZttf-CZ, 1ftiV<lZG 
P V I-FcX$>Z> 0 
[0 0 4 4] 

AHfrftV 5 J.n— rj»W&fcOltt^»i % Mi lstein^O^ft (Methods in 

Enzymol.,73 « 3K) ^»^*fflv>tff H 4o fljAtf, ®b 
^JttT#yxfWV^'j3-^ (PEG) 4r«fflf*^Tft (J**n->jft# 

»XR56S*t«rv^ Stfeffey U ^.xn--T*|Bj&£ 1/ l Ofi^v^t 

fiititaitm tv> 0 gBJ&SH^fc P E G (¥*^Htl, 0 0 0-4 
,0 0 0) *^LTfT*d^*etiPEGiftjRti^rU*>IR5fe$ix4rv^5 0 

K (DMSO) ^FOMii!J^J«r«tTt iv^ 0 H>^-(±3 7 TJfciniBLfcP E Git 
[0 0 4 5] 



ttiSE^ 2004-3074511 
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: 21/ 



ei)x.tfEL i sAfc (tt*B#a) , ^/^fcafWMWfft (biacore 

[0 0 4 6] 
[0 0 4 7] 

^%^^G P V I $Ht<DffiWLm&&*tfmir * fcl±**W^G P 
V lM4fflV^4!|im i t , OGPV I £&ffl1-&:frftt UTti, 

xmuuk&m* z<oft%mmt&&i&& (abc csa $«) , 

Ai£ [&9v-ym&3fc*-*-'7* Wit^>r0^7^ 198730 
, ^WMaM5ft«&ftWSfe8: OWtfbWA, 1986^) ] fcif&ffiv* 

[0 0 4 8] 



tBIE# 2004-3074511 
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Mr £ 4 K ffl v> £ i t * f -C £ £ o 

[0 0 4 9] 

jMFrtJ&IMFfc b< t41*M^k^R)Slc4or5l§)ec:$tt^^o : ?l»S.0 f 
/4fe»*Mr«^*«i"C*^. jlMfet>L<«*tefcjBH"*-**A. 



tiifE#2 004-30745 



f&m 2003-199192 



[0 0 5 0] 

t^-z- (t-PA) fcfcirte*ft&©tWM* (&2fcfM>*v>»iv>fcii9>*S& 

Vtf*-^ 7 hn>#*«9-^jfcH«!l, GPIIb/IIIa7> 

V, ^V^fy*5>fK, hn>.tfVRa#^J N FXaPl##k FVII a ISW#J) 
Wff>til.o ££T#/flkti:, *3&BO#M*:fc, ^mS©ttJ£#k£k*> 

[0 0 5 1] 

mm. mm. m\. mftm-mmti. Am*e>m<om®KMLx&^zii 

SlgSWeStt&a*, m&J&A-B&tz*). #JRrtS#-C 1 - 1 OOOOmg, » 
JKlilO-lOOOmg-Cfe^ £*t£ l Bfc* v>ti&0fc;b»t-C&#-r* 



ttlSE# 2004-30745 
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24/ 



m/h^MOGPVI*^$^^^*«^^ft^^^Jt^raPS«:m^-c> 

G PVI^*«afcft*^*>*3tt6**^Kii * &V>o 
[0 0 5 2] 

ju*> tK, at®^ y ^K&Hm&aAtt* (pbs) , o. 4 %&mizm&. 



mtE# 2004-3074511 
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25/ 



m*. fc®m\-, bp*>> #jo. oo5m*%*M giuu^ '>%<ti>mi&* 

[0 0 5 3] 

(*15JSL vy* ^'J^*/^ ^>*> 
;w<-7, 1 9 8 0) (*3l«*feoT:M3*»©-ttfcfc"**) KMKMKfB 
Uc$tt-Cv^ 0 (1 avage) X»i**>fllfl>Jl'- h«>fc#lC&Lrt:&jS#& 

G P V I^#:^t) f ^O^m^v>T#ffl$^^^r^0?riJ : S:^ : 5 &o *ttf> 

iWt^lffl^^^ *o 4fc, WW 4 fc lift* 

[0 0 5 4] 

[0 0 5 5] 

: G P V I flfctt 

^co^#4^i«#^«ttif^^^t^^iW^<7)GPv i £&m-r*x 



HiiE# 2004-3074511 
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K-tf 7fE LIS r/^Va ^ELISA &&&iilMt^& 
10 0 5 6] 

^mommtzim^ommi^^m^x, gpv ix&jM^±tf>GPv 

gpv ixt*jfiL/h^±oGPv 

I h^H^O^t ^^^^^^^M^^r^X^, G P V I XliJfil/MS 

±ogpvi fc37-r/^»$^m ^^o^^^atni^fettiif 

it^J:SGPV IXJiJflL/J^±OGP V I (D^y-V V Z>fe%*mMS- %> 
OtnlftS rt: ti^O^ifM- (wj: JGPV I XteJfiL/M&Ji^ GPVI^) 
, in vivo7y*^£fflv*£CLfc k^tTC^o £ -W? in vivoT y -fe>f % 

[0 0 5 7] 

[Hifefll] 

-?> o 



tiiiiE#2 004-30745 
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[0 0 5 8] 

Sfctafill 1 \L S TT»gRPVT-Fr.g)4WB 

in vitro immunizationfflOt/tmL^X^ V --V^ffitftlRfc Itfflv^^K) 
, hGPVIOMan K^-f vfcfc MgGOFc79^^>hi:^ill^®SK (GPVI- 
Fc) ift$lLtZo DNA J*flMi4#fc»f 0©4v>R»), ^l/^a7-^-- 

>^3&Zl)i£ (Molecular Cloning, A Laboratory Manual 3 rd ed. , Joseph S. , e 
t al., Cold Spring Harbor Laboratory Press(2001)) KLtiitf-oXftotiio 
[0 0 5 9] 

GPVI-FcH3i"/"7** K*i> &TF0>&mzX ^at^x^w^sat^e t-f 
, ft£fe^n--;/ : rL£l: hGPVI cDNASrm&A^iT'?* ^ KpBK-CMV-GPVI- 
1 (Biochem. Biophys. Res. Commun. 2000 Oct 14 ; 277 (l) : 27-36) %®Mt 
•te^T^^-l (IB^J#-^3 3o 5 f 5|C3B«Hwl|«IIR**XbaI BlfcBWI** 
tf ) *J J: T > *-fe > * 7? * 1 (SS^'J^ 3 4 e 5 ' 33fft1!fl KiWPIBi^Bam 
HI ffi«E^*^tr) &ffiv>TPCR &?TV>> h GPVM&fl- K ^ -f > (269 7< 
*3-K"t4cDHA *»fco * MgGiFcK^-f VcDNA *^4*t*^ 

KpM1304 (W097/42319Kfflffc) ZmMtLVCR fcfi 1 ^ *<b^J6TGPVI«B 
flS^K^'f MgGiFcK^ > (506 

gg) £ n _ K-T^cDNA £#£ 0 CLOPCRO/c^-tv*-/^ 2 (E9ll#^ 
35) ti> H MgGiFcK^'f >N *5i««:3-Ki-&cDNA S&K 
^-O5'5|cSjS1ilw$0IS^BamHI mffififflZWM LXmtV, ttiT>*-*:>X 
7 7 J -?-2 (MEffl& 3 6) »± H h IgGiFc K ^ 4 >C -ftiftflS £«] RBXKpnlB 
f&@B?iJ fcSHS: LTKtt Lfc O t /Co PCRfc fL^ZLo^cDNAgJfjt 
*fflR**"?*!«L.fcfc, WJUBi«»«IBIft*«±k-r*»R"/9^^ Kt?**pCAG 
GS (#f*f£2824434-^<&#) n-->^^4tc#AL^ 0 -f&fc>*K ^ hGPV 
IJHBHan W > * 3 - K-f 4cDNAWfM*»±«0R«3RXba I is X tfBamH I T»9I»f U 
t MgCiFcK^ K-T^cDNAifJttiffillR^BamHI * JCffiprf-CSMrL 

7t 0 pCAGGSO^n~-y^i:i'(i i ; A U »MSfcWR»*SJ»r8Btf: 

(Xba I > Kpnl) *flHn Lfcftfc, h GPVI«*t >f > * 3 - Ki"*cDNA* 

miE^F 2004-30745 
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XVK h IgGiFc Y *<4>%'3— Ki-*cDNA*M>7V-ATjt*S$^"C#Xt^ 
[0 0 6 0] 

#<btL^H?l"/7^^ K (pCAGGS-GPVI-Fc) £2IK/N***n «M 1> 9 

o pCAGGS-GPVI-Fc*ftUR&^XbaI^«l:miind III*CW1-* C t K 

J:f)GPVI-Fc*='-K-r^DNA8lfit*^^tat> *05«£Blunting Kit (TAKARA 

- * - ^pYNGOSma I tttefcttA U ^U^KU y/Tn^E— 
•CiE^IfiJ-etfX^ttTv^^n-^ (pYNG- GPVI-Fc) *M$iLtZo i^lS* 

OGPVI-FcSS®^^*^- 1 -^^ y-fWT* > ^-CfigigLfco KfMSl 
-f /w^ft* * 4 -am-Wtt Z> i J: 0 > GPVI-Fc^l&mSr^To fco 
*^n ! liS#^4 1 ^^5S:a:(7)GPVI-FcOl&?I^E^'btL > 

^ : Sr7 p nT--f >A*7A (Prosep-A> 5 V #7) 4 i t KJ: 9 GPVI-FcO 

[0 0 6 1] 

6ml*> Ficol 1-Plus (Amersham Pharmacia 
Biotech AB) & 3 m 1 Mz.tzL eucosep (Greiner) kZ 

mu ioo o g t:«u 'J >/<3s^ib*ibijr^o w&ttfcv 

It^nPBS (JJIT, D-PB Si: l'T8 0 0 g-C 
2|*tft»H, 10%FCS (*->JteJBJflLf») £#trHybr i doma-S 
FM (Invi trogen) hZ&MV, 7.4X1 0 7 ^<^W^#^o 
[0 0 6 2] 



miE# 2004-30745 
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flllfBU >/*$frfrWfc^ PHA-L (Sigma) 4 2.5^g/mU LPS ( 
DIFCO) 420// g/m 1 > #£ifcfl!l 1 faiftOiffi5!lGPVI-Fc£ 1 0 M g/m 1 
fc**3K**t^;h^i)DU «BJfe*J&l±l X 1 0*®/m 1 fcfc**dfcW»L.3 
HWJWtU W<3»OMttft*ffofc. ^*3> igSMSK, $<bKIL-4 (Pe 
proTech) £4 0 0 U/mL4itDt, * fc* ^3£8fJM& 8 B R8l-i~<5>^ 

L£fc h U 7WUn- rjjffljfe (SP2/0-Ag 1 4 % ATCC 
CRL 15 8 1) £4: 1^15 0%#'J*f (S i gma 

) fci Qffl&fclfrfrLfco 1 0%FCS, 1 X H AT (I n v i t r o 

gen) mHybr i doma-SFMi:»»U lOBM^t^ liSL 

w ry K-vtEL i s a&k* y-->^tfco 

[0 0 6 31 

t*t>*>, mm?Vl-Fc* 1 0. 2 5// g^Dltifflftt/i'f 

2»J~f\s- Y (Maxisorb, NUNC) PW^'J K-vtf>Jg*±i» 5 0 
// L £$djnL 3 7 tJ-C 1 B#WR(S Lfco WW tltbh ffi*lF c (Athens 

Research And Technology, Inc.) SrEMfcteEWH 

ife&U ^^**^^-««WIWJfcli h^ry^fr (DAKO, P 1 2 9) * 
fctt^>U**Vr--e*|lttltl£ h?A^#L# (DAKO, PI 30) 
KjfctnL-fco 3 7 TC 1 l$m£J@tk iWfcifeifrU TMBM (B i oF i x 
) &#*jjW:«)QL1 Q&BU&lk* 0. 5M«m^ : S:«LRJS : Sr^lLL^ 
o tt*fC/V- VWJtmtKX M50 nmtf>!8bteJ£S:ffll5&U ffl^t: > F c t? 
Iittl^±#^f> GPVI-Fc 4 l/c^x^* ■Cfflybft* , ±#1 _ £ > i" 
&fc>*>#iG PVItjL#4H^:LTV^^'l' ry K— ^^ffft-T* ^^v&MiRL*: 

o 

[0 0 6 4] 

toSE#2 004-30745 
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^-s> : 30/ 



jHRL^W/ 1 ; K-T* 1 0%FCS*#tfH y b r i d oma-SFM"C 
ig«m> teJfiL»<fcLffifr*£&£-*fco I gMWiV-a7;V^P r o s 
e p-Th iosorbM*5A (MI LL I PORE) fc* D**RU IgG 
tfrfctiP rose p-A*7A (MI LL I PORE) £ffiv>TifS$!i Lfco »« 
jft#»*0. 0 7 6M y>«MMM*(PBS) (pH6. 4) t«ffU 2 80 
n mORttft J: 0 2tE$r#ffi Lfco 
[0 0 6 51 

%MW2^bfctdft&<n9 4 ^^OTuma n IgG Subclas 
s Profile ELISA Kit (Zymed Laboratori 
e s) Stf^x^^ >ynfr//ia f)1fo/:o E L I S A»±^-a7/H:ft 

, WWUl&l/i g£4~2 0%©SDS— PAGBKJ:&4Milk PVDFI 
(MI LL I PORE) fc<K¥U W^V^nyf-f vm.ofc. tftto 
PVDF^rn^^rV^t, ^**V^-«il»^tW h I gMtt 
# (P 0 3 2 2, DAKO) fcRJ&L-fco «SMk ECLf« (Ame r s h a 
m Pharmacia Biotech AB) fcRJfe$^ 5^ b^rf^f 
■V (ATTO) K£ DRJSfrtfc'O K*ftttt^. »&*Lfc£tG PVlStfltf>*>r 

£33, ^l*K*n- 2-3 7 fcL."C^$tL*«Hlia»i^ 1 5 (2 
0 0 3) f 6B18 H^^«»o<tiU3miTB 1*%1 **»6 

1 3 0 5-8 5 6 6) (omL^WLmKMnwMm^m^m ^^m^n * > 9 

-KlFftl^FERM P- 1 9 4 0 0 t L.-C#ft$*vcv*& 0 
[0 0 6 6] 



tiiiE# 2004-307451 1 
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(1) PHA-L43«kt^LPS#?nTT, 










#2-4 


IgM/A 


#2-6 


IgM/A 


#2-7 


IgM/A 


#2-16 


IgM//c 


#2-37 


IgM/A 


(2) PHA-L, LPScfeJctH L-4 








#4-1 


lgG2/A 


#4-7 


lgG2/A 


#4-28 


IgM/K 


#4-43 


IgM/A 


#4-44 


IgM/A 


#4-45 


IgM/A 


#4-52 


IgM/A 


#4-56 


IgM/ K 


#4-62 


IgM/A 


#4-65 


IgM/A 


#4-68 


IgM/ K 



[0 0 6 7] 

Aft) 

Hifcfl) 2 -e#f>tt^iii$itn:#©G pvi^^tt*, Hi&fli 2 k3b*w>e l i s 

t LTffii£fc MgM (Cappel) *4SM§Lfc 0 



tblE# 2004-3074511 
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[0 0 6 8] 

£jfiffll 2 "C» <b ftfcffiflfcWJfcfl*) G P VI t n =7 - y > £ <Oti%& * IfiW t T v> 
*Ck*«B-r*itt-T»M»Sf^fflJWf«« (BIACORE3000) */fl 
v*fc#$r*ftofco £1\ Hh35-y>TypeI (&lb^X3fc) fcBIAC 
0RE1±<?>^-Jt.7;WCftV\ CM5^y:/ (BIACORE) ±.\Z*J-Y> 
i 6 3 0 3 RU (Resonance Unit) B5&flSLfco Cd-CRUJiB 
I ACORE^^l-e^ffl$tt*^'^^>'^ : Sr^1■#tt"C*>0^ 1 0 0 0RU(i#J 
1. 2ngO»«#tt^Uii**t e GPVI-Fc fc, fllKfc M gM4fc 
tiJ»ii# 2-3 7t(t#fc*«eK^5 0^ g/m 1 fcfc**^H»frU 

r/i»^i^>vxMUoH4 (a) n^-r * $ t:37-r/tG 

PVI-F c fcO#S^»i»*t > I gMffifln?Mt|B#$sh.fcv»<Dfc*)"U El 4 (B 
) Ktf1- £?K#2-37 ttflto jfcfltfK^to 39-y>i:GPVI-Fc Ofite 
fcMFU IC 5 o«8. l^g/mU»tti$^:o 
[0 0 6 9] 

^flfcflil fi Mfn /Mg»*<ft tc Ti mtf&QMM 
■X&KX VmitZnfzmi&AZ i)UMLtzSkWi^h^ (Takayama H et al., 
Biochemical and Biophysical Research Communications, 174, pp. 922-927 (1 
991)) \zmZXJkfr%L*mmL, »«SP»2X108~3X108«/mL-C«ffltfco 
Jfo/h«»*ffiO«95£Uu Ezumi Y et al. (Blood, 99, pp. 3250-3255 (2002)) £ 

n*muLiz&, 37 t^S'fv^^-n^o s^ccaci 2 mm*&Wk& 

X*l mtKZXi^W-mU 37 < C"?m#tfca*<b3#ffi'f ^a^-hU, 3 
7-y> (NYC0MED PHARMA GMBH) O 3 t 4 j/g/mLfcfc£ J: 
O Kin*., JflL/h^^tiH^fi (Hftflc^tt PA-200) tC«C*»l**3W 



ffifE#2 004-30745 
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[0 0 7 0] 

JfcK, a?-Y>^t>QKMA>WMmamXt UTK h hu**> (Sigm 

&w*mfcLtzo -e-o^> io M g/t&<Dfcitmm~&v*>M*%k&m&, #2- 

3 7 1*91 # 2-4tn;^0^{i96%-e*o^o 

tnlfleiftjR^^tt #2-3 7tt#0#^tt 2 %"C* 0 > #2-4 
#L#<7)*§£i± 3 o /wo 
&±<&«***Sk #2-3 7#u#33J:O f # 2-4^*^1**1^ ' maa-ejflL/h 

[0 0 7 1] 
[^2] 



(A) #2-37 tri^ 





***** 
(35— y> 3 it g/m 
L) 


%m 


6 7% 


0 . 0 1 /ig/mL 


16% 


0. 0 3itg/mL 


15% 


0. lAtg/mL 


1 1 % 


(B) #2-4#tft 


ttflcttttK 


***** 
(37-y> 4Aig/m 
L) 




7 7% 


0.. 1/ig/mL 


6 3% 


0. 3Mg/niL 


4 9% 


1 /i g/mL 


2 7% 



[0 0 7 2] 

mmm i a r - p VT s ^ » p - ± 2k £ b ffiefc<p««# *<p«ire 



tilliE^ 2004-3074 
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34/ 



mmW: (BIACORE3000) %m^XMfeLtz 0 Hife^l?amoffl$!iGP 
VI-F c &B I AC0REttOv-a7;H:^\ CM5f ^Kffl&ftLfe 
o # 2-4*n/ffcKov>TB IACORE300 OOWi zard Progra 
mKTijUJ5£U B I ACOREtfcOB I Ae v a 1 u a t i o nV7b»t 
MffiLtztZZ, #2-4fofo<7)MM%.$k (K d ) f*4. 13X10-8Mt»tfi 

[0 0 7 3] 

3t*fcffll fi ift,r,PVTtftte<?) CD R7$y gifrB?.5ll<P&te 

*»«2 fcttoTi**L,fc 0 ttiS* J 2 X 1 05i/ra 1 fcfcofcM*-!?** 
*&&li]i|XU EIlRL^iiflaJ: «9TRIzol (Invitrogen) */Bv>T 
mRNA&^fcii Ltz 0 Superscript First-stran 

d synthesis System II (Invi trogen) W7-a 

L*io tfcfc (J. Immunol. Methods 1995 Feb 27 ; 179 (2) : 203-14 J. Mol. 

Biol. 1991 Dec 5; 222 (3) : 581-97) <^1f LTMl* i tm«TO« 

^^•'J K— rfcjfcO— #«U DNASr^Mi: LTPCR£1t o£o i*16$*Lrt:D 
NA^V K* 2%T1fu-7s*m^X-mMk. PCRl^t?>*5A(S 
i gma)tfflv»T|||U, ««$*ifcPCRi»kpT7B 1 u eT^?* 
— (N o v a g e n)£i&fOU Ligation kit verll (TAKA 
RA) fcfflv^Tl 6t, 3 0$3"?9'f$*-->3 >RJEB*ffofc 0 ZVEJBfoiR 
V>t3>ef> b-b^E. col i (J Ml 0 9> TAKARA) (^7^7 
*-^-i/ 3 >£^v\ X-Gal, I PTGmLB7 s V-M:itU 1 
Bfe^tUo UliUe^Da-^lf'^T^yU Ex Taq polym 
erase(TAKARA), U-19mer primer 3 Kffiifc 

) > T 7 promoter primer (@B£iJl±^3 KfBtt, N o v a g e 



ffiiE# 2004-3074511 



#M 2003-199192 



^-y: 35/ 



ig* U QIAGEN plasmid mini kit (QIAGEN) £ 
m^XzfyX* VZmnLtZo ttWLfz??** K(*U- 1 9me r prim 
er,T7 promoter pr ime r^tDYEnami c ET 
terminator cycle sequencing kit (7"7v 
^Wtt'fi^) tCiOatt^ */-^xH-ABI PRISM3 1 
0 0 W**/XfAX) *ffl^-C<Wf*fxo-fco 

[0 0 7 4] 

ft5EU:CDRE^J^3i:^Uo *J3, #2-4^n->©VL CD 

is&m $ tt-c v> a v^*, >f&o * n - > <*> mmm* **)7T-yc*>zzt tf^m 

$tU> 0 £<Z>^&fc*^V*T, # 2-4<D?U->(DVL CDR3 (R?iJ#^ 
12) ^si^VL CDR (BB^lJ#-^16) <DT * y»Ey!lS:IBIRbTv^o 

[0 0 7 5] 
[|£3] 







PCR/5^^-:#2-37 VH 5' 


GAGGTGCAGCTGGTGGAGTCTGG (37) 


PCR/5^-:#2-37 VH 3' 


TGAGGAGAOGGTGACCAGGGTTCC (38) 


PCR^^-:#2-4 VH 5* 


GAGGTGCAGCTGGTGGAGTCTGG (39) 


PCR:/^^- : #2-4 VH 3' 


TGAGGAGACGGTGACCAGGGTTCC (40) 


PCR^^ : #2-3 7 VL 5' 


CAGTCTGCOCTGACTCAGCCGGC (41) 


PCR^7-f^ : #2-3 7 VL 3' 


AGAGGAGGGTGGGAACAGAGTGAC (42) 


PCR^7-f^-:ff2-4 VL 5' 


CAGTCTGTCTTGACGCAGCCGGC (43) 


PCR^7^^-:#2-4 VL 3' 


AGAGGAGGGTGGGAACAGAGTGAC (44) 


U— 19mer primer 


GTTTTCCCAGTCACGACGT (45) 


T7 promoter primer 


CTAATACGACTCACTATAGG (46) 



[0 0 7 6] 
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36/ 



#2-4 
#2-6 
#2-7 

te-16 

#2-37 
#4-1 
#4-7 
#4-28 
#4-36 
#4-43 
W4-44 
#4-45 
«4-S2 
#4-64 
#4-56 
#4-62 
#4-64 
#4-65 
184-68 



CDR1 




SYAMS 


(7) 


NYAMA 


(47) 


SNYUS 


(50) 


SYDMH 


(63) 


DYYMS 


(I) 


SYAMS 


(56) 


TFYIH 


(69) 


DYAMH 


(62) 


DYYMS 


(66) 


SNYMS 


(68) 


DYYMS 


(71) 


DYGMS 


(74) 


SYWUH 


(77) 


TSGVGYG 


(80) 


DYAMH 


(83) 


DYGMS 


(86) 


NYAHH 


(89) 


SYYWS 


(92) 


SYAMS 


(96) 



CDR2 



O m m 

fleaaa icdrs 



AISGSGGSTYYADSVKG (8) 
AISVSGTSTAYADSVKG (48) 
VIYSGGS-TYYADSVKG (51) 
A IOTAGD-TYYPGSVKG (54) 
Y1TSSSSYTKYAKVKG (2) 
AITGSGGTTYYADSVKG (67) 
FINPSGYNTNYAQKPQD (60) 
LINGDGGQTHYADSVKG (63) 
FISSSSGYTDYADSVKG (66) 
YIYSGGSTYYADSYKG (69) 
Yl SSSSS YTNYADSVKG (72) 
GINWNGGSTGYADSVKG (75) 
RINSDGSSTSYADSVKO (78) 
FIYVNDDKRYSPSLKS (81) 
L1SGDGGSTYYADSVKG (84) 
GINWNGGSTOYADSVKG (87) 
VISPDGRSKYYADSVRG (90) 
RIYTSGSTNYNPSLKS (93) 
AISGSGGSTYYADSVKG (96) 



HFILTGYHY 


(9) 


RCLPHPKYFCDS 


(49) 


LKADHYDSLAPDFDY 


(62) 


AGKMWVRGAFDI 


(66) 


ORAVRGVIIIRPPDY 


(3) 


CCYTSCNSYFDY 


(68) 


DTCGWSLNGLDV 


(61) 


GKRSGTYYNGLEY 


(64) 


RSSCFPFDL 


(67) 


GRWSYDY 


(70) 


TLYGSGSGDAPD1 


(73) 


AVATDAFDI 


(76) 


DLSPGSGSPFDY 


(79) 


REIAMCLYAFDI 


(82) 


GSYDSSCYYPGAFDI 


(86) 


CPTIAGYYYGMDV 


(88) 


EIGASYYGSGGTPGY 


(91) 


DLAARPNWFDP 


(94) 



NLPAPGYCSSTSCYALYYYYGMDV (97) 



9 u—ls 






« m 


(l m) 








CDR1 (&*>!#*) 


CDR2 


(ew#») 


CDR3 


oat**) 


#2-4 


SGSSSNTGNNYVS 


(10) 


DNNKRPS 


(id 


GTWDSSLSAGV 


(12) 


#2-6 


TGTSSDIGAYDFVS 


(98) 


DVRNRPS 


(99) 


SSFTTSSVWV 


(100) 


#2-7 


TGTSSDVGGYNYVS 


(101) 


EVSKRPS 


(102) 


SSYAGSNMGV 


(103) 


H2-16 












(6) 


#2-37 


TGTSSDVGGYNYYS 


(4) 


DVSNRPS 


(5) 


SSYTSSSTLV 


#4-1 






WASTRES 


(104) 


QQYYRFPLT 


(106) 


1*4-7 


SCRSSNIESNNVN 


(106) 


SSNQRPS 


(107) 


AAWDDSLSGQV 


(108) 


#4-28 


KSSQSVLYSSNKKNYLA (109) 


WASTRES 


(110) 


QQYYSTPLT 


(111) 


#4-36 












(114) 


#4-43 


SGSSSNIGNNYVS 


(112) 


DNNKRPS 


(113) 


GTWDSSLSAGV 


#4-44 


SGDKLGDKYAC 


(116) 


QDSKRPS 


(116) 


QAWDSSTYV 


(117) 


#4-45 


GGNNIGSKNVH 


(118) 


RDSNRPS 


(119) 


QVWDSSTACGV 


(120) 


#4-52 


QGDSLRSYYAS 


(121) 


GKNNRPS 


(122) 


MSRDSSGWLV 


(123) 


#4-54 


TGTSSDVGGYNYVS 


(124) 


EYTKRPS 


(125) 


CSYAGSYTFL 


(126) 


#4-56 


RASQSISSWLA 


(127) 


KASSLES 


(128) 


QQYNSYPYT 


(129) 


#4-62 


TGTSSDVGGYNYVS 


(130) 


EVSKRPS 


(131) 


SSYAGSNNLYV 


(132) 


#4-64 


RASQSVSRYLA 


(133) 


DASNRAT 


(134) 


QQRSI1WQPLT 


(135) 


#4-65 


SGSSSNIGNNYVS 


(136) 


DNNKRPS 


(137) 


GTWDSSLSAYV 


(138) 


#4-68 


RASQSISSYLN 


(139) 


AASSLQS 


(140) 


QQSYSTPLT 


(141) 



[0 0 7 7] 

(i) mkz.*- yv>m& 

jRU HumanSpleen5' -StretchcDNALibrary ( 
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^D-yfy^ *t$i) 1 LTPCRfcfif 7 o LfcDNABfrfi- £ h IgGfcfc 

**pT7Blue (Novagen) fc»*&**»Kfll*«MBr*o * MgGsft<£^l*I«l5 

K-C*SpCAGGSO^n-->'^itc}f AL> MgGSMft^^ 

[0 0 7 8] 

(2) ttfMWB^O^n- 

/W7'J K-^#2-37***U *fflJfe*P«ir&o »fe*Lfciffll»*D-PBS (Sig 
ma) "CifcifrllU total RNAfcTRIzol Reagent (Invitrogen) *fflv*TJMMM*r 
So ^KOligo-dT^^-tSuperScriptll system (Invitrogen) £ffiv* 

*-frj£U 'WT'y K— tS*«>— *«ftcDNA*»S4i:L-CPCR*ff^o **(BL;fcD 
NA ®r)T-£pT7Blue (Novagen) Hjfl*5i**afeBB2Rl01IB«rff ? o 
[0 0 7 9] 

(3) U-tf^r^^M^^U'Oii 

^•Cff 9 o 

[0 0 8 0] 

(4) fch-fch^^SMM^n-:/*)*!* 

CH0 (CCL-61) X»±SP2/0-agl4 (ATCC CRL1581) CfAL, J&*fLWtfc*£. 

$*La@em#£GPvnctt?-*^i£&K* ^S^i-So *#wtctt> iter, * 

^9tt««f&a*/9^5 h\ ftfillSa^^^ K> pSV2-neo£-e*LW4 A /g ( 
IU2/*g) t h7>A7i^->3>^mt?*^>FuGENE6 (nvo. • ^7//^f 
4**) 60,«gL£^U Ltffc <fitfirSo ^^WTOl50ca?©l(f#ffl7 9 



ffifE#2 004-3074511 
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KfcFtf£NEOil*fc*8Silirt-*o 2x 3B?>ig&&> 8HJ!&*96well*<?"r * n^V- 
Mc0.7Wwellfc*£«i: J ?K*j&SU 0.2 m g/ m 1 G-418££tfJ»K-t $ ib 

Aicccpvi t om&m&zm^ * 

[0 0 8 1] 

(5) h-H Y^tJfflfctnnZL 

Y\z%otz&$%XMjfa. : mi&%L (Hybrid oma-SFM, I n v i t r o t 
ec) ^L^, Sk^BWOJgagfcfi^o ^<btL/c^±7t=S:7 p nx-r 
>A*9A (Pros e p-A, S V #T) "C«»U 

[0 0 8 2] 

[HWO^mi 

^ Yim^n^ft^m^\^xmmx^i>o *&w<ott&xm&x*. mul 

[0 0 8 3] 

<110> Mochi da Pharmaceutical, Co., Ltd. 

<120> Human antiplatelet membrane glycoprotein monoclonal antibody 
<130> P03-0096 



ffiSE# 2004-307451 1 



#02 0 0 3 - 1 9 9 1 9 2 : 39/ 

141 

<170> Patent In version 3. 1 

<210> 1 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 1 

Asp Tyr Tyr Met Ser 
1 5 

<210> 2 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Tyr He Thr Ser Ser Ser Ser Tyr Thr Asn Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 

<210> 3 

<211> 15 

<212> PRT 

<213> Homo sapiens 



<160> 



ffi|E# 2004-3074511 
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*- s s: 40/ 



<400> 3 

Asp Arg Ala Val Arg Gly Val He He He Arg Pro Pro Asp Tyr 
15 10 15 

<210> 4 

<211> 14 

<212> PRT 

<213> Homo sapiens 

<400> 4 

Thr Gly Thr Ser Ser Asp Val Gly Gly Tyr Asn Tyr Val Ser 
1 5 10 

<210> 5 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 5 

Asp Val Ser Asn Arg Pro Ser 
1 5 

<210> 6 
<211> 10 
<212> PRT 

ttiiE# 2004-3074511 



&M2 003-199192 

<213> Homo sapiens 



: 41/ 



<400> 6 

Ser Ser Tyr Thr Ser Ser Ser Thr Leu Val 
1 5 10 

<210> 7 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 7 

Ser Tyr Ala Met Ser 
1 5 

<210> 8 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 8 

Ala He Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 

<210> 9 

fflSBft 2004-3074511 



#K2 0 0 3- 1 9 9 1 9 2 : 42/ 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 9 

His Phe He Leu Thr Gly Tyr His Tyr 
1 5 

<210> 10 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 10 

Ser Gly Ser Ser Ser Asn He Gly Asn Asn Tyr Val Ser 
1 5 10 

<210> 11 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 11 

Asp Asn Asn Lys Arg Pro Ser 
1 5 



ffliE^F 2004-3074511 
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43/ 



<210> 12 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 12 

Gly Thr Trp Asp Ser Ser Leu Ser Ala Gly Val 
1 5 10 

<210> 13 

<211> 124 

<212> PRT 

<213> Homo sapiens 

<400> 13 

Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly 

15 10 15 

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Tyr 

20 25 30 

Tyr Met Ser Trp He Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val 

35 40 45 

Ser Tyr He Thr Ser Ser Ser Ser Tyr Thr Asn Tyr Ala Asp Ser Val 

50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr 
65 70 75 80 

Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys 
85 90 95 

ffifE# 2004-307451 1 



#0 2003-199192- : 44/ 

Ala Arg Asp Arg Ala Val Arg Gly Val He He He Arg Pro Pro Asp 

100 105 110 

Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser 
115 120 

<210> 14 

<211> 126 

<212> PRT 

<213> Homo sapiens 

<400> 14 

Gin Ser Ala Leu Thr Gin Pro Ala Ser Val Ser Gly Ser Pro Gly Gin 

1 5 10 15 

Ser He Thr He Ser Cys Thr Gly Thr Ser Ser Asp Val Gly Gly Tyr 

20 25 30 

Asn Tyr Val Ser Trp Tyr Gin Gin His Pro Gly Lys Ala Pro Lys Leu 

35 40 45 

Met He Tyr Asp Val Ser Asn Arg Pro Ser Gly Val Ser Asn Arg Phe 

50 55 60 

Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu Thr He Ser Gly Leu 
65 70 75 80 

Gin Ala Glu Asp Glu Ala Asp Tyr Tyr Cys Ser Ser Tyr Thr Ser Ser 

85 90 95 

Ser Thr Leu Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gin 

100 105 110 

Pro Lys Ala Ala Pro Ser Val Thr Leu Phe Pro Pro Ser Ser 
115 120 125 



ffl|E# 2004-307451 1 
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<210> 15 

<211> 118 

<212> PRT 

<213> Homo sapiens 

<400> 15 

Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Gin Pro Gly Gly 

15 10 15 

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr 

20 25 30 

Ala Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val 

35 40 45 

Ser Ala He Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val 

50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr 
65 70 75 80 

Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys 

85 90 95 

Ala Asn His Phe He Leu Thr Gly Tyr His Tyr Trp Gly Gin Gly Thr 

100 105 110 

Leu Val Thr Val Ser Ser 
115 



<210> 16 

<211> 126 

<212> PRT 

<213> Homo sapiens 

ffiSE#2 004-3074511 
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*-*J : 46/ 



<400> 16 

Gin Ser Val Leu Thr Gin Pro Ala Ser Val Ser Ala Ala Pro Gly Gin 

15 10 15 

Lys Val Thr He Ser Cys Ser Gly Ser Ser Ser Asn He Gly Asn Asn 

20 25 30 

Tyr Val Ser Trp Tyr Gin Gin Leu Pro Gly Thr Ala Pro Lys Leu Leu 

35 40 45 

He Tyr Asp Asn Asn Lys Arg Pro Ser Gly He Pro Asp Arg Phe Ser 

50 55 60 

Gly Ser Lys Ser Gly Thr Ser Ala Thr Leu Gly lie Thr Gly Leu Gin 
65 70 75 80 

Thr Gly Asp Glu Ala Asp Tyr Tyr Cys Gly Thr Trp Asp Ser Ser Leu 

85 90 95 

Ser Ala Gly Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gin 

100 105 110 

Pro Lys Ala Ala Pro Ser Val Thr Leu Phe Pro Pro Ser Ser 
115 120 125 

<210> 17 

<211> 15 

<212> DNA 

<213> Homo sapiens 

<400> 17 

gactactaca tgagc 15 
<210> 18 

m8E# 2004-3074511 
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<211> 51 

<212> DNA 

<213> Homo sapiens 

<400> 18 

tacattacta gtagtagtag ttacacaaac tacgcagact ctgtgaaggg c 51 

<210> 19 

<211> 45 

<212> DNA 

<213> Homo sapiens 

<400> 19 

gatcgagcgg ttcggggagt tattataatc cgcccgccag actac 45 

<210> 20 

<211> 42 

<212> DNA 

<213> Homo sapiens 

<400> 20 

actggaacca gcagtgacgt tggtggttat aactatgtct cc 42 



<210> 21 

<211> 21 

<212> DNA 

<213> Homo sapiens 



WSE# 2004-3074511 
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48/ 



<400> 21 

gatgtcagta atcggccctc a 21 

<210> 22 

<211> 30 

<212> DNA 

<213> Homo sapiens 

<400> 22 

agctcatata caagcagcag cactctggta 30 

<210> 23 

<211> 15 

<212> DNA 

<213> Homo sapiens 

<400> 23 

agctatgcca tgagc 15 

<210> 24 

<211> 51 

<212> DNA 

<213> Homo sapiens 

<400> 24 

gctattagtg gtagtggtgg tagcacatac tacgcagact ccgtgaaggg c 51 

<210> 25 
<211> 27 



ffifE# 2004-307451 1 
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<212> DNA 

<213> Homo sapiens 

<400> 25 

cactttattt tgactggtta tcactac 27 

<210> 26 

<211> 39 

<212> DNA 

<213> Homo sapiens 

<400> 26 

tctggaagca gctccaacat tgggaataat tatgtatcc 39 

<210> 27 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<400> 27 

gacaataata agcgaccctc a 21 

<210> 28 

<211> 33 

<212> DNA 

<213> Homo sapiens 

<400> 28 

ggaacatggg atagcagcct gagtgctggg gtg 33 



miE#2 004-307451 1 
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<210> 29 

<211> 372 

<212> DNA 

<213> Homo sapiens 



180 
240 



<400> 29 

gaggtgcagc tggtggagtc tgggggaggc ttggtcaagc ctggagggtc cctgagactc 60 
tcctgtgcag cctctggatt caccttcagt gactactaca tgagctggat ccgccaggct 120 
ccagggaagg ggctggagtg ggtttcatac attactagta gtagtagtta cacaaactac 
gcagactctg tgaagggccg attcaccatc tccagagaca acgccaagaa ctcactgtat 
ctgcaaatga acagcctgag agccgaggac acggccgtgt attactgtgc gagagatcga 300 
gcggttcggg gagttattat aatccgcccg ccagactact ggggccaggg aaccctggtc 360 
accgtctcct ca 372 

<210> 30 

<211> 378 

<212> DNA 

<213> Homo sapiens 



<400> 30 

cagtctgccc tgactcagcc ggcctccgtg tctgggtctc ctggacagtc gatcaccatc 60 

tcctgcactg gaaccagcag tgacgttggt ggttataact atgtctcctg gtaccaacaa 120 

cacccaggca aagcccccaa actcatgatt tatgatgtca gtaatcggcc ctcaggggtt 180 

tctaatcgct tctctggctc caagtctggc aacacggcct ccctgaccat ctctgggctc 240 

caggctgagg acgaggctga ttattactgc agctcatata caagcagcag cactctggta 300 

ttcggcggag ggaccaagct gaccgtccta ggtcagccca aggctgcccc ctcggtcact 360 

ctgttcccac cctcctct 378 



ttSliE# 2004-307451 1 
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<210> 31 

<211> 354 

<212> DNA 

<213> Homo sapiens 



<400> 31 

gaggtgcagc tggtggagtc tgggggaggc ttggtacagc ctggggggtc cctgagactc 60 
tcctgtgcag cctctggatt cacctttagc agctatgcca tgagctgggt ccgccaggct 120 
ccagggaagg ggctggagtg ggtctcagct attagtggta gtggtggtag cacatactac 180 
gcagactccg tgaagggccg gttcaccatc tccagagaca attccaagaa cacgctgtat 
ctgcaaatga acagcctgag agccgaggac acggccgtat attactgtgc gaatcacttt 
attttgactg gttatcacta ctggggccag ggaaccctgg tcaccgtctc ctca 354 



240 
300 



<210> 32 

<211> 378 

<212> DNA 

<213> Homo sapiens 



<400> 32 

cagtctgtct tgacgcagcc ggcctcagtg tctgcggccc caggacagaa ggtcaccatc 60 

tcctgctctg gaagcagctc caacattggg aataattatg tatcctggta ccagcagctc 120 

ccaggaacag cccccaaact cctcatttat gacaataata agcgaccctc agggattcct 180 

gaccgattct ctggctccaa gtctggcacg tcagccaccc tgggcatcac cggactccag 240 



actggggacg aggccgatta ttactgcgga acatgggata gcagcctgag tgctggggtg 
ttcggcggag ggaccaagct gaccgtccta ggtcagccca aggctgcccc ctcggtcact 
ctgttcccac cctcctct 



<210> 33 



tbSE# 2004-3074511 
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<211> 31 
<212> DNA 
<213> Artificial 

<220> 

<223> Primer 
<400> 33 

gctctagagc atgtctccat ccccgaccgc c 31 

<210> 34 

<211> 29 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 34 

cgggatccgt tgcccttggt gtagtactg 29 

<210> 35 

<211> 32 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 



fcfclE#2 004-3074511 



#8S2 003-199192 

<400> 35 

aaaggatcca gatctaacga gcccaaatct tg 

<210> 36 

<211> 34 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 36 

aaaggtaccc tatcatttac ccggagacag ggag 

<210> 37 

<211> 23 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 37 

gaggtgcagc tggtggagtc tgg 

<210> 38 

<211> 24 

<212> DNA 

<213> Artificial 

ttifE#2 004-3074511 



V : 53/ 



32 



mmi 003-199192 



54/ 



<220> 

<223> Primer 
<400> 38 

tgaggagacg gtgaccaggg ttcc 

<210> 39 

<211> 23 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 39 

gaggtgcagc tggtggagtc tgg 

<210> 40 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 40 

tgaggagacg gtgaccaggg ttcc 



miE# 2004-3074511 
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<210> 41 
<211> 23 
<212> DNA 
<213> Artificial 

<220> 

<223> Primer 
<400> 41 

cagtctgccc tgactcagcc ggc 23 

<210> 42 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 42 

agaggagggt gggaacagag tgac 24 

<210> 43 

<211> 23 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 



ffi|E# 2004-3074511 
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<400> 43 

cagtctgtct tgacgcagcc ggc 

<210> 44 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 44 

agaggagggt gggaacagag tgac 

<210> 45 

<211> 19 

<212> DNA 

<213> Artificial 

<220> 

<223> Primer 
<400> 45 

gttttcccag tcacgacgt 

<210> 46 
<211> 20 
<212> DNA 



24 



19 
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<213> Artificial 
<220> 

<223> Primer 
<400> 46 

ctaatacgac tcactatagg 20 

<210> 47 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 47 

Asn Tyr Ala Met Ala 
1 5 

<210> 48 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 48 

Ala He Ser Val Ser Gly Thr Ser Thr Ala Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 
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49 
12 
PRT 

Homo sapiens 
<400> 49 

Arg Gly Leu Pro His Pro Lys Tyr Phe Cys Asp Ser 
1 5 10 

<210> 50 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 50 

Ser Asn Tyr Met Ser 
1 5 

<210> 51 

<211> 16 

<212> PRT 

<213> Homo sapiens 

<400> 51 

Val He Tyr Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys Gly 
15 10 15 

ffi!E# 2004-3074511 
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<210> 52 

<211> 15 

<212> PRT 

<213> Homo sapiens 

<400> 52 

Leu Lys Ala Asp His Tyr Asp Ser Leu Ala Pro Asp Phe Asp Tyr 
15 10 15 

<210> 53 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 53 

Ser Tyr Asp Met His 
1 5 

<210> 54 

<211> 16 

<212> PRT 

<213> Homo sapiens 

<400> 54 

Ala He Gly Thr Ala Gly Asp Thr Tyr Tyr Pro Gly Ser Val Lys Gly 
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10 15 



<210> 55 

<211> 12 

<212> PRT 

<213> Homo sapiens 

<400> 55 

Ala Gly Lys Met Trp Trp Arg Gly Ala Phe Asp He 
1 5 10 

<210> 56 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 56 

Ser Tyr Ala Met Ser 
1 5 

<210> 57 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 57 
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Ala He Thr Gly Ser Gly Gly Thr Thr Tyr Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 
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<210> 58 

<211> 12 

<212> PRT 

<213> Homo sapiens 

<400> 58 

Gly Gly Tyr Thr Ser Gly Asn Ser Tyr Phe Asp Tyr 
1 5 10 

<210> 59 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 59 

Thr Phe Tyr He His 
1 5 



<210> 60 
<211> 17 
<212> PRT 
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<213> Homo sapiens 
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<400> 60 

Phe He Asn Pro Ser Gly Val Asn Thr Asn Tyr Ala Gin Lys Phe Gin 
15 10 15 

Asp 

<210> 61 

<211> 12 

<212> PRT 

<213> Homo sapiens 

<400> 61 

Asp Thr Arg Gly Trp Ser Leu Asn Gly Leu Asp Val 
1 5 10 

<210> 62 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 62 

Asp Tyr Ala Met His 
1 5 

<210> 63 
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<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 63 

Leu He Asn Gly Asp Gly Gly Gin Thr His Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 

<210> 64 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 64 

Gly Lys Arg Ser Gly Thr Tyr Tyr Asn Gly Leu Glu Tyr 
1 5 10 

<210> 65 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 65 

Asp Tyr Tyr Met Ser 
1 5 
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<210> 66 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 66 

Phe He Ser Ser Ser Ser Gly Tyr Thr Asp Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 

<210> 67 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 67 

Arg Ser Ser Gly Phe Pro Phe Asp Leu 
1 5 

<210> 68 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 68 
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Ser Asn Tyr Met Ser 
1 5 

<210> 69 

<211> 16 

<212> PRT 

<213> Homo sapiens 

<400> 69 

Val He Tyr Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys Gly 
15 10 15 

<210> 70 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 70 

Gly Arg Trp Ser Tyr Asp Tyr 
1 5 

<210> 71 

<211> 5 

<212> PRT 

<213> Homo sapiens 
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<400> 71 

Asp Tyr Tyr Met Ser 
1 5 

<210> 72 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 72 

Tyr He Ser Ser Ser Ser Ser Tyr Thr Asn Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 

<210> 73 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 73 

Thr Leu Tyr Gly Ser Gly Ser Gly Asp Ala Phe Asp He 
1 5 10 

<210> 74 
<211> 5 
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Homo sapiens 
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<400> 74 

Asp Tyr Gly Met Ser 
1 5 

<210> 75 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 75 

Gly He Asn Trp Asn Gly Gly Ser Thr Gly Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 

<210> 76 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 76 

Ala Val Ala Thr Asp Ala Phe Asp He 
1 5 
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<210> 77 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 77 

Ser Tyr Tip Met His 
1 5 

<210> 78 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 78 

Arg He Asn Ser Asp Gly Ser Ser Thr Ser Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 



<210> 79 

<211> 12 

<212> PRT 

<213> Homo sapiens 
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<400> 79 

Asp Leu Ser Pro Gly Ser Gly Ser Pro Phe Asp Tyr 
1 5 10 

<210> 80 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 80 

Thr Ser Gly Val Gly Val Gly 
1 5 

<210> 81 

<211> 16 

<212> PRT 

<213> Homo sapiens 

<400> 81 

Phe He Tyr Trp Asn Asp Asp Lys Arg Tyr Ser Pro Ser Leu Lys Ser 
15 10 15 



<210> 82 
<211> 13 
<212> PRT 

ffi|E#2 004-3074511 
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<213> Homo sapiens 



: 70/ 



<400> 82 

Arg Glu He Ala Ala Ala Gly Leu Tyr Ala Phe Asp He 
1 5 10 

<210> 83 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 83 

Asp Tyr Ala Met His 
1 5 

<210> 84 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 84 

Leu He Ser Gly Asp Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 

<210> 85 

mSE# 2004-3074511 
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15 
PRT 

Homo sapiens 
<400> 85 

Gly Ser Tyr Asp Ser Ser Gly Tyr Tyr Pro Gly Ala Phe Asp lie 
15 10 15 

<210> 86 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 86 

Asp Tyr Gly Met Ser 
1 5 

<210> 87 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 87 

Gly He Asn Trp Asn Gly Gly Ser Thr Gly Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 



<211> 
<212> 
<213> 
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<210> 88 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 88 

Gly Pro Thr He Ala Gly Tyr Tyr Tyr Gly Met Asp Val 
1 5 10 

<210> 89 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 89 

Asn Tyr Ala Met His 
1 5 

<210> 90 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 90 

Val He Ser Phe Asp Gly Arg Ser Lys Tyr Tyr Ala Asp Ser Val Arg 

£BiE# 2004-3074511 



JRfBsI 2003 — 199192 *-5> : 73/ 

15 10 15 

Gly 

<210> 91 

<211> 15 

<212> PRT 

<213> Homo sapiens 

<400> 91 

Glu He Gly Ala Ser Tyr Tyr Gly Ser Gly Gly Thr Pro Gly Tyr 
15 10 15 

<210> 92 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 92 

Ser Tyr Tyr Trp Ser 
1 5 

<210> 93 

<211> 16 

<212> PRT 

<213> Homo sapiens 

<400> 93 

ffiiE# 2004-3074511 
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Arg He Tyr Thr Ser Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys Ser 
15 10 15 

<210> 94 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 94 

Asp Leu Ala Ala Arg Pro Asn Trp Phe Asp Pro 
1 5 10 

<210> 95 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 95 

Ser Tyr Ala Met Ser 
1 5 

<210> 96 

<211> 17 

<212> PRT 

<213> Homo sapiens 

tb|E# 2004-3074511 
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Ala He Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys 
15 10 15 

Gly 

<210> 97 

<211> 24 

<212> PRT 

<213> Homo sapiens 

<400> 97 

Asn Leu Pro Ala Pro Gly Tyr Cys Ser Ser Thr Ser Cys Tyr Ala Leu 
15 10 15 

Tyr Tyr Tyr Tyr Gly Met Asp Val 
20 

<210> 98 

<211> 14 

<212> PRT 

<213> Homo sapiens 

<400> 98 

Thr Gly Thr Ser Ser Asp He Gly Ala Tyr Asp Phe Val Ser 
1 5 10 

<210> 99 
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<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 99 

Asp Val Arg Asn Arg Pro Ser 
1 5 

<210> 100 

<211> 10 

<212> PRT 

<213> Homo sapiens 

<400> 100 

Ser Ser Phe Thr Thr Ser Ser Val Trp Val 
1 5 10 

<210> 101 

<211> 14 

<212> PRT 

<213> Homo sapiens 

<400> 101 

Thr Gly Thr Ser Ser Asp Val Gly Gly Tyr Asn Tyr Val Ser 
1 5 10 
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<210> 102 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 102 

Glu Val Ser Lys Arg Pro Ser 
1 5 

<210> 103 

<211> 10 

<212> PRT 

<213> Homo sapiens 

<400> 103 

Ser Ser Tyr Ala Gly Ser Asn Met Gly Val 
1 5 10 

<210> 104 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 104 

Trp Ala Ser Thr Arg Glu Ser 
1 5 
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<210> 105 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 105 

Gin Gin Tyr Tyr Arg Phe Pro Leu Thr 
1 5 

<210> 106 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 106 

Ser Gly Arg Ser Ser Asn He Glu Ser Asn Asn Val Asn 
1 5 10 

<210> 107 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 107 

Ser Ser Asn Gin Arg Pro Ser 

mfE# 2004-3074511 
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1 5 

<210> 108 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 108 

Ala Ala Trp Asp Asp Ser Leu Ser Gly Gin Val 
1 5 10 

<210> 109 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 109 

Lys Ser Ser Gin Ser Val Leu Tyr Ser Ser Asn Lys Lys Asn Tyr Leu 
15 10 15 

Ala 

<210> 110 

<211> 7 

<212> PRT 

<213> Homo sapiens 
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<400> 110 

Trp Ala Ser Thr Arg Glu Ser 
1 5 

<210> 111 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 111 

Gin Gin Tyr Tyr Ser Thr Pro Leu Thr 
1 5 

<210> 112 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 112 

Ser Gly Ser Ser Ser Asn He Gly Asn Asn Tyr Val Ser 
1 5 10 



<210> 113 
<211> 7 
<212> PRT 
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<213> Homo sapiens 
<400> 113 

Asp Asn Asn Lys Arg Pro Ser 
1 5 

<210> 114 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 114 

Gly Thr Trp Asp Ser Ser Leu Ser Ala Gly Val 
1 5 10 

<210> 115 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 115 

Ser Gly Asp Lys Leu Gly Asp Lys Tyr Ala Cys 
1 5 10 

<210> 116 
<211> 7 

ffiSEijf 2004-3074511 
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<212> PRT 

<213> Homo sapiens 

<400> 116 

Gin Asp Ser Lys Arg Pro Ser 
1 5 

<210> 117 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 117 

Gin Ala Trp Asp Ser Ser Thr Tyr Val 
1 5 

<210> 118 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 118 

Gly Gly Asn Asn He Gly Ser Lys Asn Val His 
1 5 10 

<210> 119 

ffifE#2 004-3074511 
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<211> 7 
<212> PRT 
<213> Homo sapiens 

<400> 119 

Arg Asp Ser Asn Arg Pro Ser 
1 5 

<210> 120 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 120 

Gin Val Trp Asp Ser Ser Thr Ala Cys Gly Val 
1 5 10 

<210> 121 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 121 

Gin Gly Asp Ser Leu Arg Ser Tyr Tyr Ala Ser 
1 5 10 
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<210> 122 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 122 

Gly Lys Asn Asn Arg Pro Ser 
1 5 

<210> 123 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 123 

Asn Ser Arg Asp Ser Ser Gly Asn His Leu Val 
1 5 10 

<210> 124 

<211> 14 

<212> PRT 

<213> Homo sapiens 

<400> 124 

Thr Gly Thr Ser Ser Asp Val Gly Gly Tyr Asn Tyr Val Ser 
1 5 10 
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<210> 125 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 125 

Glu Val Thr Lys Arg Pro Ser 
1 5 

<210> 126 

<211> 10 

<212> PRT 

<213> Homo sapiens 

<400> 126 

Cys Ser Tyr Ala Gly Ser Tyr Thr Phe Leu 
1 5 10 

<210> 127 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 127 

Arg Ala Ser Gin Ser He Ser Ser Trp Leu Ala 
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1 5 10 

<210> 128 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 128 

Lys Ala Ser Ser Leu Glu Ser 
1 5 

<210> 129 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 129 

Gin Gin Tyr Asn Ser Tyr Pro Tyr Thr 
1 5 

<210> 130 

<211> 14 

<212> PRT 

<213> Homo sapiens 

<400> 130 
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Thr Gly Thr Ser Ser Asp Val Gly Gly Tyr Asn Tyr Val Ser 
1 5 10 

<210> 131 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 131 

Glu Val Ser Lys Arg Pro Ser 
1 5 

<210> 132 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 132 

Ser Ser Tyr Ala Gly Ser Asn Asn Leu Tyr Val 
1 5 10 

<210> 133 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 133 

ffi|iE# 2004-307451 1 
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Arg Ala Ser Gin Ser Val Ser Arg Tyr Leu Ala • 
1 5 10 

<210> 134 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 134 

Asp Ala Ser Asn Arg Ala Thr 
1 5 

<210> 135 

<211> 10 

<212> PRT 

<213> Homo sapiens 

<400> 135 

Gin Gin Arg Ser His Trp Gin Pro Leu Thr 
1 5 10 

<210> 136 
<211> 13 
<212> PRT 
<213> Homo sapiens 
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<400> 136 

Ser Gly Ser Ser Ser Asn He Gly Asn Asn Tyr Val Ser 
1 5 10 

<210> 137 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 137 

Asp Asn Asn Lys Arg Pro Ser 
1 5 

<210> 138 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 138 

Gly Thr Trp Asp Ser Ser Leu Ser Ala Tyr Val 
1 5 10 

<210> 139 
<211> 11 
<212> PRT 
<213> Homo sapiens 
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<400> 139 

Arg Ala Ser Gin Ser He Ser Ser Tyr Leu Asn 
1 5 10 

<210> 140 

<211> 7 

<212> PRT 

<213> Homo sapiens 

<400> 140 

Ala Ala Ser Ser Leu Gin Ser 
1 5 

<210> 141 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 141 

Gin Gin Ser Tyr Ser Thr Pro Leu Thr 
1 5 
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